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(57) Abstract: It is intended to provide 
a method of identifying a candidate 
for a drug which comprises measuring 
the concentration of a soluble peptide, 
oligopeptide, polypeptide or protein in an 
equilibrated state in a solvent in the presence 
of a test compound so that the peptide, 
oligopeptide, polypeptide or protein can be 
eliminated from a fibril or an aggregate. It is 
also intended to provide an elution promoter 
for eliminating a peptide, an oligopeptide, 
a polypeptide or a protein from a fibril or 
an aggregate which comprises a compound 
obtained by the above identification method 
as the active ingredient. 
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is ua^ufca* e>^ft*3> Rr^ttA $ fimMA 0 frhf&m LfcmE»2##uftv\, 

e p 1 a c e ) Sr^*Tt*S«<H*tH ( s ink-1 ike) A/3 Tyt^f ^r|S^ 

Apmm frornvtz. r t &^h- t> © -e & 5 0 

20 iO^lffnlWttl (sink-like) A j3 T y-fe^fc^-C A /3 

T/vyW^~ #f (AD) » N JK^ItS^AaE^^^ioT^Wftttbtt 
25 4 0 ~ 4 2 7 ^ S^fe/^^f K© A |3 II *A3»E©^fc^*>5o 

7^ n-f Ktuig^^^ (app) *5«fct*7V-fe~P 

V (p r e s e n i 1 i n) 3t^f-©SSE^^B83tUTV>So 
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3A/3 (1-4 2) m&VfflR&hltb'to 

g^APPat^^A^fr^^^AflKiiS&fttt^a^ -f9—^ttm 

<0&ffitffc2**W*C*>5 w k&7F£frlfro (Schenk, Barbour et 
5 a 1 . 1 9 9 9^) 

ft, (Lombardo, Stern et al. 2 0 0 3^) 

AptftfcfrtofL^ A/3 (g e 1 s o 1 i nlfettGMl) fcEiV^flJtt&^i- 
5l^Jia§*MfftIrt^f^A^ l^/vSHBTS-Srfcio (Ma t s uo 
10 ka, Saito et al. 2 0 0 3^) 

fofcn-%-fc£z>3iffix*<Dmm (sink) ^^/^©m^ mmw~*-<- 

^flSgH^frbTV^So (DeMattos, Bales et al. 200 

l¥) 

M^-f^^y^Mi&Mm (sink-l ike) AjaTy-WSrM&Ufco 

-©/f^t^n Sf^W (s i n k - 1 ike) A j3 T j/'tM' fc*5V>T A 0 & 

ft 9 #5/^ Uttftv\ 

25 ¥09 4/1 0 5 6 9^11 (#1^8-5 0 2 5 8 7f) ^#^*5V^T 

* y y^ts^-efcot : Jittyy/V'tj'© Rf^tt is apx» u ap iit©f 
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^fcj3APXtt3AP»f^OtiI^flAPX«:j3APi^©liOW©ii 
2 3) 

5 WOO 0/2 6 2 3 8^ (t« 2 002-53106 5-^) *V 
G&3fc®5 O) 

10 WO 00/43791 2002-540383-^) <&3f l^S, 

15 ^^^co^^fr^m-r^r k S U^S^ifeSrW^bTV^So (If*3 : li7 2) 

F £f c ^ ©l&Jft^a^Sraijti-S ^iiaiJ, fflflifeftll (fibril) 

25 (aggregate) j^fe^^K, *9 K, #9^:/^ K*fctt* 
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# V K^fctt* co^^aSSrffl'J^-fS r.£fc<fc ?K «$i(fibri 

1) £ fcttffigUfe (aggregate) F\ P F\ 7$ !? fcte 

5 (2) liii^, ^-y^7°^F. tfy^r^K^fctt*:"^© 

(3) ^JSL^T/V-y^ -r—m (AD), ^rVy^tfS (PDh ^f^bV 

io *fi/M^ns (sca), m^mmmm^n^ wmmm (drpl 

Ak ^^ttS^ltttjllJ^^-fbSs FTDP — 17 (frontotemporal dementia a 
nd parkinsonisms linked to chromosome 17 s ill 7 #£fe-fe£M-3S$H-5^~ ^ 

^y^|M»^#ofciulSWiy^), ^«-»Ji*kJ»#> ^««^'l4|m s 

t°s/^#ts familial British dementia fei^-a-Pt/HfylfAM^^^ 

15 ^ffira*^d>e>j&s^J:»jaw!^^iJfe-e*>s^ ±15 (D ssfctt (2) ib^cd 

(4) ^M^fc^^^^^^h^^^^ttfci^^-^fcS, JilB (1) J& 
1>U (3) l/^-ftt^fBfc^>^"^o 

(5) ^wmm^mmMT\^frb£nfr i b<Dx»foz>, ±m (1) fcv^ (4) 

20 V^^fBifec^Sxo 

(6) ®^MM^^|^^^^#^^V^(D-T?fe6. JbIB (1) ftV>b (5) 

(7) m&Wtmtt&ftifi. 1MHz, 2W/cm 2 , fW^20l 30 

1 0##:it(D5tHl^^fcS, _blE (1) &V^U (6) V^tt^fB 

25 ifeO^fe 

(8) »ft^©#ftT> 5p«B^fe5Rr«i3-T$n^ F (A/3) 
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H3. ?#{±5A/3 (1-40) ^J^A^ (1-42) (Ofcfe(0®*^W^^^ 
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■5>o 
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7 



WO 2005/095958 



PCT/JP2005/006728 



f^W^ ^-^-t^i/F^^^l (SODlh — nir/V 
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tLT, 4 0T^i»&^Aj3 (1-4 0) GB?!1## : 1) t C5fc$Bfll 
^^f ) ^2aSfV^A/3 (1-42) (@B^J#-^ : 2) tfSfe&o 
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tish dementia ft if O^A^ISH £ ^ttT*5 «9 % ZrlD&ffltffll'Zm ' At T 5 * 
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4 F-Cfe5o 

5 4^ BriaEtt©^^ f> ^- y =f^^^ f\ # y F^fcra* as&ftu 
vr^m^y^' f\ y f\ *° v f* tus^ ©^ 

£-?fc»9. i«Mfe^tt**©«Bjl&»©^fr©-fc^fcSo Muffin 
»s tf b I 3 -c?£fifc $ ftfc h(DXh<>xh, 4 is tr # -e^^fe $ ftfc t> 

^shk^-c r^-raj fcB:, fc&ufc^^F, ^-y rf-<^F\ 
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0°C) T* 1 ~ 6 B#H5^ M~5 £ £ (-J;oTl»Iifttft(ili^*5„ 

««^^fc«^*^Tbfcm h -t:\ 5iis0fci&^ (a^0~4 0°C) T?l~6 

5 4&&;&n;t„aBa Gifts 7°cmjm) ^y^a^h (&*u<«i hm) t5o 

<^&ftff#m^£ftftv^ Mi^ PBS, g^MW^u ^^MtettWiflu 
te, |»^^ttl^t't5 0 fcl*.^ EL ISA, V^**^ 

pyM, St*#ffi\ t^x^pvb^7^ (sec) $S&©#ifefc:<J;9$l! 

15 

^-yrf^^K. ^y^^K^fc^^^^Sr^-r^-^©^^^^ 
d^S^lJSi: LTIi.^iH 7;vW^I(AD),^-^yy^i(PD), 

^ti/M^fs^ (sca), mytm^mtmm^ fcmm 
^(drpla), mm^mmmmMmmim, ftdp-i 7, »m« 
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J&.'MMW&M.&M^ familial British dementia iHfufe^^ — V- 

F\ tfV^^\*tifrte*>'*?<offiB&*1t\zmMtofrt>, -<:^F\ JrV=r 
10 irfe!9#6o 

RS^^^tt/^V^S N il^ N 1 — 2 0MHz, 0.1-1 0W/cm\fVf^ 
15 i£ 1 0-9 0%®^ 1 O^figJ^^t 1 0##Ut& 1 5HI^«9MbTtTV\ 
£i9#?;£b<te, 2. 5-7. 5 MH z N 0. 5~5W/cm\ 7a-7^f- 
Jfc 2 0 ~ 7 0 3 0 f«#t 1 0 #ftuk 5 H[j& 9 lUTtr 5 «, 

25 F\ ztf y K&fcfS* ©^^icjBH-rs^A^I&lSE^ifet^* 
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1~2 0 MH z s 0.1-1 0W/cm\ 
5 ^ — Jfc 1 0 - 9 0 %<D$zWX^ 1 0 fJ>mM^m% 1 0 #tfuk£r 1 5 H!$& VMV 
T^fV\ i5^L<^ 2. 5 — 7. 5MHz N 0. 5~5W/cm\ t=V — 
^ 4 —it 2 0-7 0 % 3 0 58>flgltfcJR# 1 0 g^lk & 5 0^ t> Lt 

15 tjvf^^^ 7X-/WB*5<3;^-^s'^^ t -4 1 ^if^HSo 

Hot, 4c5SK»^ 7tKP*>7^r/l2ilX, T^rP^B, ^ 
y-fc^>\ #1/—"*/^ 9^9%^^ 7X- /VB^j;^- 4 1 

20 {£«ij^#^-rso 
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CH 2 CH2 
C C 

X-mtSfrlZfc&^&y s yofr-ff^Lt^ttlrftS^^^f (Pr 
P-res; prot ease-resistant protein) <Dj&f&&4 ^tf b H^Pl^ U£c3H4$6*iJ3ifc 
JK^^^ffl^fcSBr^fett^fcSir^^tl/TV^S (S.A. Priola et al. , 
Science, 287, 1503 (Feb 25, 2000)) o £fc. ^!>7^9^ ^b^^lflttS 
£(E>^fc&5 (S. Taniguchi et al. , J Biol Chem, 280(9), 7614-7623, 200 

5)o 




Chiral 



HL,N OH 
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-« £ ti 5 fb-g^ -e «9 s a j3 <d^j?£ £3B -ill £ ds 3 - i # s £n b fox v > 

6 (S. C. Hartsel et al. , Biochemistry 42, 6228 (May 27, 2003) )„ 



HO OH 




OH 



20 (^^4) 

f)ti&^$.fhX\^Z> (K. 0no, Biochim Biophys Acta 1690, 193 (Nov 5, 2004) „ 



0 0 
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x^m&tizik-frmx-hv , a/? (i-4o) tim<z>]&i&&w&'irz>zki>m j g£ 

frbX&V (F. Yang et al. , J Biol Chem, 280(7), 5892-5901, 2005). T 7Vy ^ 
yC^r^mMt LTi^feSw^^^tlTl/^ (G.P. Lim et al. , J Neuro 
sci, 21(21) :8370-7 (Nov 1, 2001) $5£TfW 003/103583) 0 

Cf 




Offc^e) 

5 (S. Taniguchi et al. , J Biol Chem 280(9), 7614-7623, 2005) „ 




-e^^ttS^fe-efc^s ft77t>T«lit\ ^^^tr^TttT^Ta^f 

Kllli^^^^f ^x-r^ w -^ w -"^fc^-^^ s ^^^^ v ^ ( H - Nakai et al > La 

25 b Invest 62, 768 (Jun 1990) ) G 
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54^8\ Wi<&) ($JxJ3\ t f> fvK <?^> 7 y K 

15 hn-f, mm(Dma^n^Mmx\ -atc^ (*«k 
isWts /k ^y^y^'7^-!)^ ^y->>\ ^-v^s^khs 
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^gpfi«j*s4 (w*.^ &t&m> &i*S£jh\ mmmA, mmft&ttz) 
tzmmftsm t its, tk^^ j;u?^7X'i4^>#efi^Ma^ait«!j^ *> •? > - at 
imtfcSMts&iu its, mmm. mmmm^^nx^xh^\ tk« 

S&frV^S, Its ^AlHMtMM^UTiO. 001~|l5mg/ 

25 tlP&SfrSktfrcte&vx, 
(I) £fe 
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(i) M£h&£xfm%£ 

5 (2) -<^K 

A j3 (1-40) *5 J; "0« A /3 (1-42) te^^ YWKffi CfcB£> B #) ^ & AjS 
Stii^iit, SBifc<£>£ 9 ^UTffb<fSMbfc (Hartley, Walsh et al. 199 
9) 0 A/3 (1-40) ^y^f- F 0. 55mg£r, 0.0«7i;-/VVy KSrg-tf ImM NaOH 130 
^1 bfc 0 

10 pH 7.5 i^li^i-Sfc^, lOmM NaOH &M?Lfc 0 500^M A j3 PB 
S/ddH20 Sr^n^fco ^U&^ofc A/3 £rlfr «9 Bfc< fc*. _bf*Sr^i"5 HUfc^ 
^ilbfCo (15,000Xg, 3#R5) 
(3) *r^}VWm. 

500 M M A/3 20^l£ N 1.5ml^5/^^F/V7W^^l-^ 0 f-^/WiSfl 

# & i/ y b (-r *> a /3 ^#») & v >wmmm opbs) -e 3 uf- 0 

ffLA^PBS 20^1 Sr#^imit^<^P^-^o i^^/VSr^ 3 
7°C^T 1 0 W-f b Ufco 22°C^^V^T3t^^ilbfc#(15 5 OOOXg, 1 

20 o#iwk Jiit i6 n i ^smb^^#tuf Co a«9 <o±mxmy) m^tc 0 

ffLA^PBS 20^1 Sr<fe>«rtzi?^SMS< Jn^.^o 

i^^^Vv^r. TIB© £ 5 lax, ELISA. ^^ry^py^, OTbtffi\ f" 
^ nvf^7-f (SEC) J; «9 bfc e 

25 (4) f-^bVj/^fe A/3 ELISA 

A/3 (l-40)*3j;t^A/3 (1-42) Ofc»©fVbVs'f ELISA «fctt % ^tb^tbA/3 (1 
-40) ELISA $c-y h$o £Xf Aft (1-42) ELISA h (Biosoure £t\ IBL& Sign 
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F), ^®*^Wft(IP/MS)^^|B«c^J: 5 {-bT^ofCo (Okochi, Steiner 
et al. 2002) 
(8) jffi^ 
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io^-uck ±m^ l om^ 0 tbtb^vy b^r pbs t3mt«^ii« 

25 ^V^M^ $fU^PBS20/*l «r#*Kl&*S!8< in f-^^^T37°C 

fctl B^y^a^-fUCo 22°CKXm<bftM& (15, OOOXg, 10#H9h -h 
BfcV^ 0 ft^:ftKn*>7^yf2f IX S 7^*f 
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" Peripheral anti-A beta antibody alters CNS and plasma A beta clearance 

and decreases brain A beta burden in a mouse model of Alzheimer' s disease. " 

Proc Natl Acad Sci U S A 98(15): 8850-5. 

2. Hartley, D. M. , D. M. Walsh, et al. (1999). 
20 "Protofibrillar intermediates of amyloid beta-protein induce acute 

electrophysiological changes and progressive neurotoxicity in cortical 
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3. Lombardo, J. A. , E. A. Stern, et al. (2003) . 

" Amyloid-beta antibody treatment leads to rapid normalization of 
5 plaque-induced neuritic alterations. " 
J Neurosci 23(34): 10879-83. 

4. Matsuoka, Y. , M. Saito, et al. (2003) . 

"Novel therapeutic approach for the treatment of Alzheimer' s disease by 
peripheral administration of agents with an affinity to beta-amyloid. * 
10 J Neurosci 23(1): 29-33. 

5. Okochi, M. , H. Steiner, et al. (2002). 

"Presenilins mediate a dual intramembranous gamma-secretase cleavage of 
Notch-1. " 

Embo J 21(20) : 5408-16. 
15 6. Schenk, D. , R. Barbour, et al. (1999). 

"Immunization with amyloid-beta attenuates Alzheimer-disease-like 
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Nature 400(6740): 173-7. 
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